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REMARKS 

In the Office Action dated September 20, 2005, claims 49, 54-59, 64-69, 74-79 
and 84-88 were examined with the result that claims 59, 64-69, 74-79 and 84-88 were all 
allowed, and claims 49 and 54-58 were rejected. In response, Applicant submits two 
exhibits'and the following comments. In view of the exhibits and comments, 
reconsideration of this application is requested. 

At the bottom of page 2 of the Office Action, the Examiner indicated that the 
comparative data previously discussed in the Amendment of My 21, 2005 clearly show 
the differences between 2MD (the closest prior art compound) and the presently claimed 
26,27-dihomo compound. The Examiner indicated that Applicants have clearly 
demonstrated that the activities of these two compounds are not the same and the results 
were not expected, i.e. the presently claimed 26,27-dihomo compound showed 
significantly greater intestinal calcium transport activity than 2MD. However, the 
Examiner indicated on page 3 of the Office Action that it was not clear what advantage 
the 26,27-dihomo compound had over 2MD in the claimed methods since the claims 49 
and 54-58 are drawn to a method of treating a cancerous disease with the 26,27-dihomo 
compound. In response, Applicant has the following comments. 

Applicant encloses two pages of data concerning the 26,27-dihomo compound and 
the 2MD compound. The first exhibit is page 4668 from the Journal of Medicinal 
Chemistry, 1998, Vol. 41, No. 23, which illustrates in the highlighted area the HL-60 cell 
differentiation response of the compound 2MD. The second exhibit is a copy of page 252 
from a paper published in Steroids, 2002, Vol. 67 which illustrates in the highlighted area 
the HL-60 cell differentiation response of the 26,27-dihomo compound. The data 
reported are the ED S0 values for the two compounds. The ED 50 values are derived from 
dose response curves and represent the analog concentration required for 50% 
displacement of the radio labeled 1 a,25-dihydroxyvitamm D 3 from the receptor protein. 
(See the notes beneath the tables in both exhibits). 

The ED 50 reported for 2MD is 1 .5 x 10' 10 while the ED 50 value for the 26,27- 
dihomo compound is 2.6 x 10' u . The data show that the 26,27-dihomo compound is 
approximately ten times more effective than 2MD at cellular differentiation, and 
uierefore, would be unexpectedly better at treating such diseases as cancer because it 
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causes cellular differentiation at a much lower dose. Said another way, at the same 
dosage the 26,27-dihomo compound is about ten times more effective than 2MD at 
cellular differentiation. HL-60 cellular differentiation activity has long been accepted as 
a model for potential effectiveness against cancerous diseases such as leukenua, colon 
cancer, breast cancer and prostate cancer as claimed by Applicant. This link or 
relationship between cellular differentiation and these four cancer therapies was 
adequately discussed at pages 10 and 11 of Applicant's prior Amendment dated July 21 , 
2005. Applicant refers the Examiner to those comments. 

In the Office Action, the Examiner rejected claims 49 and 54-58 under the 
Doctrine of Obviousness Type Double Patenting as the Examiner was unclear of the 
advantage of using the dihomo compound over the compound 2MD. However, in view of 
the above comments and enclosed exhibits, Applicant believes it has adequately described 
the advantages of the 26,27-dihomo compound over 2MD. It is clear that although the 
two compounds are structurally similar, and therefore would be expected to have similar 
properties, the above arguments and enclosed exhibits clearly show that 26,27-dihomo 
would be more effective against cancerous diseases than 2MD, and this activity is 
unexpected based upon their structural similarity. Accordingly, Applicant requests the 
Examiner withdraw the obviousness type double patenting rejection. 

An effort has been made to place this application in condition for allowance and 
such action is earnestly requested. 

Respectfully submitted, 

ANDRUS, SCEALES, STARKE & SAWALL, LLP 



By 



Andrus, Sceales, Starke & Sawall, LLP 
100 East Wisconsin Avenue, Suite 1 100 
Milwaukee, Wisconsin 53202 
Telephone: (414) 271-7590 
Facsimile: (414) 271-5770 




Thomas M. Wozny 
Reg. No. 28,922 
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They were then switched u> ihc reduced calcium did CO-02% 
Cu) far an additional 2 weeks. These animals have no 
detectaoic levels of 25*OH-D 3 or la,25*(OH) 3 D 3 In their 
plasma as measured by rrwrhods described previously (321. 
For this first experiment, the indicaied rats leccived a single 
t.v. dose of the indicaied compound in 0.05 ml of cchanol (data 
not shown). In the other experiment, the raw were given the 
indicaied doses of compounds in 0.1 ml or* (95:5) 1,2-pro- 
pancdiol/cthanol by intraperitoneal (i p.) injection each day for 
? days. In die first experiment, the rats were euthanized at 
various times after die dose (data noi shown). In tiw second 
exper.ment* ihcy were sacrificed 24 h after ihc last dose. The 
rats uere sacrificed under ether anesthesia by decapitation, 
their blood and intestines were collected and used immediately 
to determine calcium transport activity and scrum calcium 
concemrauon. Calcium was measured in the presence of 0.1% 
lajuhnnium chloride by means of a Perkin-EJmer atomic ah- 
sorption spectrometer Model 31 10. Intestinal calcium transport 
was determined by the everted intestinal sac method using the 
pfoxiimd 10 cm of intestine as described earlier [31 J. Statistical 
analyse was by the Student's /-test [33]. Intestinal ealcmm 
transport is expressed as serosal tmucosal ratio of ciilciu m in tho 
sac to die calcium in the final incubation medium or S/M, Bone 
calcium mobilization represents the rise in scrum calcium of 
the rats maintained on a very low culc[um diet. In that mea- 
surement, the rise in serum calcium must arise from bone and 
nence \» a deiermi nation of cone- cuJoium mobilisation. 



2 9, Mzuiur&nwttf ofu$Hul(ir differentiation 

Human leukemia HL-60 cells, originally obtained from 
AHC were plated ac 2 x 10 5 cells per plate, incubated in 
Eagle's modiried medium as described previously [34]. The 
compounds tested were added in the indicated conccncraiions 
in 0.05 ml of eihanol *o dim d^e eihanol conceniration nevcr 
execcded 1%. The incubation was carried out for 4 days and at 
the end of the 4ch day. superoxide piuduction was measdred by 
nitro blue letrazolium (NQT) reduction. The number of cells 
containing intracellular black-blue rorraazan deposits was do- 
termined by light microscopy using a hemacytometer. At least 
• 200 cells were counted in duplicate per determination. Percent- 
age oitferentiation represents percentage cells providing NBT 
reduction appearance. Tho results were plotted on semilog 
paper, and relative differentiation activities of die analogs were 
deiermi ned by comparison of the compound coneentraiions 
capable of inducing 50% maturation according to the a>say. 
This meUiod is described in detail elsewhere [34 1. The exper- 
iment wtts repeated 3 rimes arid the results are reported as the 
mean 2: SD. 

2 )0. Measurement of binding to the porcine tntestMQl 
vitwnin D receptor 

Porcine intestinal nuclear extract was prepared as de- 
scribed earher [35]. 
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